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I. With regard to the language, this report is based on the international application in the language in which it was filed, unless 
otherwise indicated under this item. 

This report is based on translations from the original language into the following language - 

which is language of a translation furnished for the purpose of: 
| | international search (under Rules 1 2.3 and 23 . 1 (b)) 
[~| publication of the international application (under Rule 12.4) 
□ international preliminary examination (under Rules 55.2 and/or 55.3) 

and are not annexed to this report) : 

| | The international application as originally filed/furnished 

the description: ^ Qriginally fued /rurnished 

pages . _ " 

!* 



pages* 



the claims: 



received by this Authority on 
received by this Authority on 



pages 
pages* 
pages* 
pages* 



, as originally filed/furnished 
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, as amended (together with any statement) under Article 19 

received by this Authority on 20 December 2004 (20.12.2004) 

received by this Authority on . — . 



□ 



the drawings: 

pages 

pages* 

pages* 



, as originally filed/furnished 



received by this Authority on 
received by this Authority on 



^ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 



3 | | The amendments have resulted in the cancellation of: 

| | the description, pages . . 

| | the claims, Nos. 



| | the drawings, sheets/figs . 

| | the sequence listing (specify): 

| | any table(s) related to sequence listing (specify): . 



(Rule 70.2(c)). 

\ | the description, pages „ . 

[ | the claims, Nos. 



| | the drawings, sheets/figs . 

| | the sequence listing (specify) : 

| | any table(s) related to sequence listing (specify): . 



* If item 4 applies, some or all of those sheets may be marked ''superseded. " 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial appUHfbility 



||): 

plSfbilH 



The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be industrially 
applicable have not been examined in respect of: 

I ] the entire international application. 



claims Nos. 



because: 



□ the said international application, or the said claims Nos. _ 
rpla in +rt A -fitll/Mi/inrr oiiKio<-»+ tnaHoi* \i/Vi-Jr«K Ar\f*o nrvf ronui 



relate to the following subject matter which does not require an international preliminary examination (specify): 



K7| the description, claims or drawings (indicate particular elements below) or said claims Nos. 1-17 

are so unclear that no meaningful opinion could be formed (specify): 

1-17, excluding the matters relating to SEQ ID NOS: 4-18 

"A peptide having GLP-1 activity, consisting of the amino acid sequence of GLP-1 (7-35) devoid of one 
or several amino acids, and/or having one or several amino acids substituted and/or added, and having Waa- 
(Xaa)n-Yaa added at an end of the peptide" in the subject matters of claims 1-17 includes very numerous 
compounds, and the individual structures particularly disclosed in the specification of the present application 
(SEQ ID NOS: 4-18) are merely a very small portion of the claimed compounds. What particular peptides are 
included as other derived peptides and what peptides are not included are quite unknown. The descriptions of 
claims 1-17 are very unclear. 



□ 



the claims, or said claims Nos. are so inadequately supported 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. . 



the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex C of the 
Administrative Instructions in that: 

the written form [ | has not been furnished 

I | does not comply with the standard 
the computer readable form [~| has not been furnished 

I 1 does not comply with the standard 

[ 1 the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do not comply with 
the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

LJ see Supplemental Box for further details. 
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Box No. IV Lack of unity of invention 



j^ ^RT ON PATENTABILITY PCT^^3 



International application No, 

i/13020 



1. | | In response to the invitation to restrict or pay additional fees the applicant has: 

|~| restricted the claims, 
r] paid additional fees. 
| | paid additional fees under protest. 
|~| neither restricted nor paid additional fees. 

This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68.1, 
not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

1 I complied with. 

not complied with for the following reasons: 



The peptides of SEQ ID NOS: 4-18 in the subject matters of claims 1-17 of the present application are 
discussed below. 

The matter common to the peptides of SEQ ED NOS: 4-18 of the present application in claims 1-17 is 
GLP-l(7-35) having its 2 nd (corresponding to the 8-position) Ala substituted by Ser and having several amino 
acid residues such as Arg and Lys added at the C-terminus of GLP-l(7-35)." However, document 1 [WO, 99- 
43706, A (Novo Nordisk), 2 September, 1999 (02.09.99)] describes an insulin-improving peptide of GLP-1(7- 
35) having its 2 nd (corresponding to the 8-position) Ala substituted by Ser and having several amino acid 
residues such as Arg and Lys added at the C-terminus of GLP-l(7-35). So, the said common matter belongs to 
the prior art, and "GLP-l(7-35) having its 2 nd (corresponding to the 8-position) Ala substituted by Ser and 
having several amino acid residues such as Arg and Lys added at the C-terminus of GLP-l(7-35)" is not 
considered to be a special technical feature. 

However, since the search of SEQ ID NOS: 4-18 in the subject matters of claims 1-17 could be made, 
payment of an additional search fee was not requested. 



4. Consequently, this report has been established in respect of the following parts of the international application: 
| I all parts. 

1^1 the parts relating to claims Nos . 1>17 (SEP ID NOS: 4-1 8 onM t 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrwapplicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims 1-17 YES 

Claims NO 



Inventive step (IS) Claims YES 

Claims 1-17 NO 

Industrial applicability (IA) Claims 1-17 YES 

Claims NO 



2. Citations and explanations (Rule 70.7) 



Document 1: WO, 99-46283, Al (Zealand Pharm. AS), 16 September, 1999 (16.09.99), & EP, 1062229, Al, & 
JP, 2002-509082, A, & CA, 2321026, A 

Document 2: WO, 01-04156, Al (Zealand Pharm. AS), 18 January, 2001 (18.01.01), & EP, 1076066, Al, & 
EP, 1 196444, Al, & EP, 1329458, A2, & US, 6528486, Bl, & JP, 2003-505347, A 

Document 3: WO, 99-43706, Al (Novo Nordisk), 2 September, 1999 (02.09.99), & EP, 1060191, Al, & JP, 
2002-512175, A 

Claims 1-17 

Document 1 describes GLP-1 (7-3 6)-Lys 6 -OH as a pharmacologically active peptide complex reduced in 
the tendency for enzyme hydrolysis, and also describes a medicinal composition containing the said peptide 
derivative. 

Document 2 describes Gly 8 -GLP-l(7-36)-Lys 6 -NH 2 and Ser 8 -GLP-l(7-36)-Lys 6 -NH 2 increased in half 
life, decreased in clearance, high in stability and useful for therapy of excessively high blood sugar values, and 
also describes medicinal compositions containing the said peptide derivatives. 

Document 3 describes the derivatives of a GLP-1 analogue having a profile of extended action, and 
further describes the derivatives of a GLP-1 analogue to the effect that (1) the amino acid residue at each of the 
positions 8-36 in formula I of claim 1 can be selected from plural amino acid residues, (2) the amino acid 
residue at each of the positions 38-45 can be selected from plural amino acid residues or does not exist, and (3) 
the said derivatives of a GLP-1 analogue contain only one or two Lys residues. The document also describes 
medicinal compositions containing any of the said GLP-1 derivatives. Depending on the choice of amino acid 
residues, a derivative having the 2 nd (corresponding to the 8-position) Ala of GLP-1 (7-3 6) substituted by Ser is 
described. 

As of the priority date of the present application, it must have been well-known means to mutate an 
amino acid residue into an amino acid residue similar in the nature of the amino acid residue for obtaining a 
mutant of a peptide, and also to mutate into an amino acid residue with the same nature belonging to 
hydrophobic amino acid residues, basic amino acid residues or acidic amino acid residues in this case. So, if 
highly stable derivatives having plural Lys residues added to GLP-l(7-36) are publicly known as can be seen 
from documents 1 and 2 and a peptide with the 2nd (corresponding to the 8-position) Ala of GLP-l(7-36) 
substituted by Ser is publicly known as described in documents 2 and 3, then a person skilled in the art could 
have easily conceived of adding several Arg residues well-known to have the same nature as Lys to the C- 
terminus of GLP-l(7-36) or on the C-terminus side of Ser 8 -GLP-l(7-36), for obtaining a derived peptide having 
higher activity than the effect of natural GLP-1. 

It could also have been achieved as required to obtain a medicinal composition containing a newly 
obtained GLP-1 derivative. 

Furthermore, using GLP-1 as a pharmaceutical composition to be absorbed by mucous membranes is 
considered to have been well known before the priority date of the present application. So, when a mutant of 
GLP-1 is obtained, selecting a substance capable of being highly absorbed by mucous membranes could also 
have been easily conceived of. 
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Supplemental Box Relating to Sequence Listing 



I^ ^IT ON PATENTABILITY PCT^B^ 



International application No. 

i/13020 



Continuation of Box No. 1, item 2: 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this report was established on the basis that of: 

a * type of material 

1^3 a sequence listing 
| ] table(s) related to the sequence listing 
b - format of material 
| | in written format 
[^| in computer readable form 
c - time of filing/furnishing 

| | contained in the international application as filed 

[X] filed together with the international application in computer readable form 
| | furnished subsequently to this Authority for the purpose of search and/or examination 
[ | received by this Authority as an amendment* on . 



In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



3. Additional comments: 



* If item 4 in Box No. I applies, the listing and /or tablefs) related thereto, which form part of the basis of the report, may be marked 
"superseded". 
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